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Mechanism of articular cartilage destruction in_early-stage osteocarthritis and
preclinical study on the development of diagnosis and treatment for early-stage
osteoarthritis.
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We have carried out the studies on the destruction mechanisms of articular
cartilage and development of diagnosis and treatments of early-stage knee osteoarthritis (0A), and
obtained the following data: 1) HYBID (hyaluronan binding protein involved in hyaluronan
depolymerization) knock-out mice show shortening of the long bones due to the inhibition of
angiogenesis in the growth plate by accumulated high-molecular-weight hyaluronan. 2) HYBID is
overexpressed in OA cartilage and synovial tissue, and involved in hyaluronan degradations in the
cartilage and synovial fluid. 3) ADAMTS4 (a disintegrin and metalloproteinase with thrombospondin
motifs-4) overexpressed by synovial tissue plays a central role in aggrecan degradation in OA
cartilage. We have also developed human anti-ADAMTS4 neutralizing antibody. 4) Analysis of
early-stage knee OA patients by T2 mapping MRI discloses a close relationship between osteophyte and

changes in medial meniscus.
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